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7 . A method of preventing a neoplasia selected from 
adenomatous polyps, gastrointestinal cancer, liver 
cancer, bladder cancer, cervical cancer, prostate cancer, 
lung cancer, breast cancer and=skin cancer, in a subject 
in need of such prevention, the method comprising 
treating said subject with a therapeutically-ef f ective 
amount of a compound of Formula II , 




LS 



II 



10 

wherein r2 is lower haloalkyl; wherein i< 
hydrido;. and wherein R^ is phenyl optionally substituted 
at a substitutable position with one or more radicals 
selected from halo, lower alkylthio, lower alkylsulf onyl, 

15 cyano, nitro, lower haloalkyl, lower alkyl, hydroxyl, 
lower alkenyl, lower hydroxyalkyl , carboxyl, lower 
cycloalkyl, lower alkylamino, lower dialkylamino, lower 
alkoxycarbonyl,. aminocarbonyl, lower alkoxy, lower 
haloalkoxy, sulfamyl, five or six membered heterocyclic 

20 and amino; or a pharmaceutically-acceptable salt or 
derivative thereof . . 

8. The method of Claim 7 wherein the compound is 
selected from compounds, and their pharmaceutically 
25 acceptable salts, of the group consisting of 

4- [5- (4-chlorophenyl) -3- (trif luoromethyl) -IH-pyrazol-l- 
yl] benzenesulf onamide; 
4- [5-phenyl-3- ( trif luoromethyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
30 4- [ 5 - ( 4 - f luorophenyl > -3 - ( trif luoromethyl ) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
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4- [5- (4-inethoxyphenyl) -3- ( trif luoromethyl ) -lH-pyrazol-1- 

yl] benzenesulf onamide; 
4- [5- (4-clalorophenyl) -3- (dif luoromethyl )-lH-pyrazol-l- 

yl ] benzenesul f onainide ; 
5 4- [5-.(4-methylphenyl) -3- ( trif luoromethyl) -IH-pyrazol-l- 

yl] benzenesulf onamide*; 

4- [3-, (dif luoromethyl) -5- (4-methylphenyl)-lH-pyrazol-l- 

yl ] benzenesul f onamide ; 
4- [3- (dif luoromethyl) --5-phenyl-lH-pyrazol-l-^ 
10 yl] benzenesulf onamide;, 

4- [3- (dif luoromethyl j -5- { 4-methoxyphenyl ) -IH-pyrazol-l- 
yl ] benzenesul f onamide ; 
- — -4---[-3---(-di-fa-uoromethyli-— 5-^(-3^fl-uor 

pyrazol-l-yl] benzenesulf onamide; 
15 4- [5- (3-fluoro-4-methoxyphenyl) -3- (trif luoromethyl) -IH- 
pyra2ol-l-yl]benz.enesulf onamide; and 
4- [5- (4- (N,N-dimethylamino) phenyl) -3- ( trif luoromethyl )- 
IH-pyrazol-l-yl] benzenesulf onamide,/ 

20 9. The method of Claim 8 wherein the compound is 4- 

[ 5- (4-methylphenyl) -3 - ( trif luoromethyl ) -IH-pyrazol-l- 
yl ] benzenesulf onamide , or a pharmaceutically-acceptable 
salt thereof. 

25 10. The method of Claim 8 Wherein the compound is 4- 

[5- (4-chlorophenyl) -3- (dif luoromethyl) -lH-pyrazol"l- 
ylibenzenesulf onamide, or a pharmaceutically-acceptable 
salt -thereof . 

30 11. The method of Claim 8 where the compound is 4- 

[5- C3-flubro-4-methoxyphenyl) -3- (dif luoromethyl ) -IH- 
pyrazol-l-yl]benzenesulfonamide, or a pharmaceutically- 
acceptable salt thereof. 

35 12. A method of treating a subject suffering from a 

neoplastic disease state with a conjunctive therapy, said 
method comprising treating the subject with a 
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therapeutically-ef f ective amount of a cyclooxygenase-2 
selective compound and a compound selected from 
antibiotic- type agents, alkylating agents, antimetabolite 
agents, hormonal agents, immunological agents, 
5 interf eron-type agents, miscellaneous agents., 

metallomatrix proteases (MMP) inhibitors, SOD and a^p3 
inhibitors , 

13 . The method of Claim 12 wherein the selective 
10 COX-2 inhibitor . is a compound of Formula I 




wherein A is a substituent selected from 
15 partially unsaturated or unsaturated heterocyclyl 

and partially unsaturated or unsaturated carbocyclic. 
rings ; 

wherein is at least one substituent selected 
from heterocyclyl, cycloalkyl, cycloalkenyl and 

20 aryl, wherein is optionally substituted at a 
substitutable position with, one or more radicals 
selected from alkyl, haloalkyl, cyanp, carboxyl,. 
alkoxycarbonyl , hydroxyl, hydroxyalkyl , haloalkoxy, 
amino, alkylamino, airylamino, nitro, alkoxyaikyl, 

25 alkylsulf inyl, halo, alkoxy and alkyl thip; 

wherein R^ is methyl or amino; and 
wherein R^. is a radical selected from hydrido, 
halo , alkyl , alkenyl , alkynyl , . oxo , cyano , carboxyl , 
cyanoalkyl, heterocyclyloxy , alkyloxy, alkyl thio, 

30 alkylcarbonyl , cycloalkyl, aryl, haloalkyl, 
heterocyclyl, cycloalkenyl, aralkyl, 
heterocyclylalkyl, acyl, alkyl thioalkyl, 
hydroxyalkyl , alkoxycarbonyl , arylcarbonyl , 
aralkylcarbonyl, aralkenyl,, alkoxyaikyl, . 
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arylthioalkyi , aryloxyalkyl> araikylthioalkyl , 
aralkoxyalkyl , alkoxyaralkoxyalkyl , 
alkoxycarbonylalkyl , aminoearbonyl ^ 
aminocarbonylalkyl , , a.lkylaminocarboriyl , N- 
5 arylaminocarbohyl , N-alk^ 

alkylaminocarbonylalkyl, carboxyalkyl , alkylamino, 
N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino, 
N-aikyl-N-arylamino , . aminoalkyl , alkylaminoalkyl , 
arylaminoalkyl . N-aralkylaminoalkyl N^^^ 

10 aralkylaininoalkyl , N^alkyl-N-arylaininoalkyl , 
aryloxy, aralkoxy , arylthio, aralkylthio, 
alkylsulf inyi , alkylsulf onyl , aminosulfonyl, . 

' alkylaminosulf onyl , N-arylaminosulf onyl > ' , 

. arylsulf onyl , N^alkyl-N-arylaminosulfonyl; . or a. 

15 pharmaceutically-acceptable salt thereof. 

1.4 . The method of Claim 13 wherein A is 
selected from' 5- or 6-member partially unsaturated - 
heterocyclyl, 5- or 6 -member unsaturated 

20 heterocyclyl , 9- or 10 -member unsaturated cohdensed 
heterocyclyl, lower cycloalkenyl and phenyl; 
wherein is selected from' 5- and 6-membered 
heterocyclyl/ lower cycloalkyl, lower cycloalkenyl' 
and aryl selected' from phenyl, biphenyl arid ' • ' 

25 naphthyl, wherein r1 is optionally substituted at a 
substitutable position with one or more radicals 
selected from lower alkyl, lower, haloalkyl, cyano, 
carboxyl, lower alkoxycarbonyl, hydroxy 1, lower 
hydroxyalkyl, lower ha loalkoxy, amiiio, lower 

30 alkylamino,' phenylamino , lower alkoxyalkyl, lower 
alkylsulf inyl, halo, lower alkoxy and lower 
alkylthio; wherein r2 is methyl or amino; and wherein 
r3 is a radical selected from hydrido, oxo, cyaho, 
carboxyl , lower alkoxycarbonyl , lower carboxyalkyl , 

35 lower cyanoalkyl, halo, lower alkyl, lower alkyloxy, 
lower cycloalkyl, phenyl, lower haloalkyl, 5- or 6- 
membered heterocyclyl, lower hydroxylalkyl , lower 
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aralkyl, acyl, phenylcarbonyl , lower alkoxyalkyl, 5- 
or 6-meinbered heteroaryloxy , aminocarbonyl , lower 
alkylaminocarbonyl , lower . alkylamino , lower 
aminoalkyl, lower alkylaininoalkyl , phenyloxy, and 
5 lower aralkoxy; or a pharmaceutically-acceptable 
salt thereof. 

15. The method of Claim 14 wherein A is 
selected from oxazolyl, isoxazolyl, furyl, thienyl, 

10 dihydrofuryl, pyrrolyl, pyrazolyl, thiazolyl, 

imidazolyl, isothiazolyl , benzofuryl, cyclopentenyl , 
eye 1 open tadienyl, phenyl, and pyridyl; wherein is 
selected from pyridyl optionally substituted at a 
substitutable position with one or more methyl 

15 radicals, and phenyl optionally substituted at a 
substitutable position with one or more radicals 
selected from methyl, ethyl, isopropyl, butyl, tert- 
butyl, isobutyl, pentyl, hexyl, f luoromethyl, 
dif luoromethyl, trif luoromethyl , cyano, carboxyl, 

2 0 methoxycarbony 1 , ethoxycarbonyl , hydroxyl , 

hydroxymethyl , trif luoromethoxy , amino, N- 
methylamino, N,N-dimethylamino, N-ethylamino, N,N- 
dipropylamino, N-butylamino, N-methyl -N-ethylamino, 
phenylamino, methoxymethyl , methylsulf inyl , fluoro, 
25 chloro, bromo, methoxy, ethoxy, propoxy, n-butoxy> 
pentoxy, and methylthio; wherein is methyl or 
amino; and wherein R^ is a radical selected from 
hydride , oxo , cyano , carboxyl , methoxycarbonyl , 
ethoxycarbonyl, carboxypropyl , carboxymethyl , 

3 0 carboxyethyl , cyanomethyl, fluoro, chloro, bromo, 

methyl, ethyl, isopropyl, butyl, tert-butyl, 
isobutyl, pentyl, hexyl, dif luoromethyl , 
trif luoromethyl, pentaf luoroethyl , 

heptaf luoropropyl, dif luoroethyl , dif luoropropyl , . 
35 methoxy, ethoxy, propoxy, n-butoxy, pentoxy, 

cyclohexyl, phenyl, pyridyl, thienyl, thiazolyl, 
oxazolyl, furyl, pyrazinyl, hydroxy Imethyl , 



BNSDCX;iD: <W0 .9816227A1JA> 



SUBSTITUTE SHEET (RULE 26) 



wo 98/16227 



PCTAJS97/18670 



40 

hydroxylpropyl , benzyl, formyl, phenylcarbonyl , ; 
. methoxymethyl, f urylmethyloxyv aminocarbonyl , N- 
methylaminocarbonyl, N,N-dimethylaminocarbonyl, N,N- 
dimethylamino, N-ethylamino, • N/N-dipropylainino , N- 
5 butylamino, N-methyl-N-ethylamirip, amihomethyl, N^N- 
dimethylaminomethyl , N-methyl-N-ethylaminomethyl, 
benzyloxy, and phenyloxy; or a pharmaceutically- 
acceptable salt thereof . ' 

10 16. The method of Claim 15 wherein the' compound is 

selected from compounds, and their pharraaceutically 
acceptable salts, of the group consisting of 

5- (4-f luorophenyl) -1- [4- (methylsulfonyl) phenyl] -3- . 
15 (trif luoromethyl)pyrazole; 

4- (4-f luorophenyl)'-5- [4- (methylsulfonyl)phenyl] -1- 

phenyl-3- (trif luoromethyDpyrazole; ^ 
4- (5- (4_chlorophenyl) -3- (4-methoxyphenyl) -IH-pyrazol- 

1-yl ) benzenesulf pnamide 
20 4- (3 /5-bis (4-methylphenyl) -lH-pyrazol-1- 
yl ) benzenesulf onamide; 
4- (5- (4-chlorophenyl) -3-phenyl-lH-pyrazpl-l- ■ 

yl) benzenesulf onamide; ' . ' 

4- (3 , 5-bis (4-methc)xyphenyl) -lH-pyrazol-1- 
25 yl) benzenesulf onamide ; 

'4- (5- (4-chldrophenyl) -3- (4-methylphenyl) -IH-pyrazpl-l- 

yl ) benzenesulf onamide ; 
4- (5- (4-chlorophenyl) -3- (4-nitrophenyl) -lH-pyrazol-1- 

yl) benzenesulf onamide 
3 0 4- (5- (4-chlorophenyl) -3- (5-chlpro-2-thienyl) -IH- 
pyrazol-l-yl ) benzenesulf onamide ; 
4- (4-chloro-3 , 5-diphenyl-lH-pyrazol-l- 

yl ) benzenesulf onamide 
4- [5- (4-chlorophenyl).-3^ (trif luoromethyl.) -IH-pyrazol- 

35 l-yl]benzenesulf onamide ; 

4- [5-phenyl-3- ( trif luoromethyl) -lH-pyrazol-1- 
yl ] benzenesulf onamide ; 
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4- [5- {4-f luorophenyl) -3- (trif luoromethyl) -IH-pyrazol- 

1 -yl ] benzenesul f onamide ; 
4- [5- (4-methoxyphenyl) -3- (trif luoromethyl) -iH-pyrazol- 

1-yl 3 benzenesul f onamide ; 

5 4- [5- (4-chlorophenyl) -3-. (dif luoromethyl) -lH-pyrazol-1- 
yl] benzenesul f onamide; . 

4- [5- (4-methylphenyl) -3- (trif luoromethyl) -iH-pyrazol- 
. 1-yl] benzenesul f onamide; , . \ 

4- [4-chloro-5- (4-chlorophenyl):.-3- (trif luoromethyl) -IH- 
10 pyrazol-l-yl] benzenesulf onamide; , • 

4- [3- (dif luoromethyl) r5-,(4-methylphenyl) rlH-pyrazol-1- 
yl]benzenesulf onamide; ^ . / 

4- [3- (dif luoromethyl ) -5-phenyl-lH-pyrazol-l- , . 
yl ] benzenesulf onamide ; 

15 4- [3- (dif luoromethyl) ^5t- (4-methoxyphenyL) -iH-pyrazol- 
1-yl] benzenesulf onamide; ; 

4- [3-cyano-5- (4-f luorophenyl),-lH-pyrazol,-l- .. . 

ylj benzenesulf onamide; " 
4- [3- (dif luoromethyl) -5- (3-f luoro-4-methoxyphenyli-lH- 
20 pyrazol-l-yl]benzenesulforiamide;^ 

4- [5- (3-f luoro-4-methoxyphenyl) -3- (trif luoromethyl) - 

IH-pyrazol-l-yllbenzenesuIf onamide; • ^. 

4-[4-chIoro-5-phenyl-lH-pyrazpl-i- . ' 

yl ] benzenesul f onamide; /■ ' v 

25 4- [5- (4-chlorophenyl|-3- (hydroxymethyl) -lH-pyrazol-1- 
yl] benzenesulf onamide; 

4- [5- (4- (N,N-dimethylamirio)phenyl).-3- - ^ 

• ( t?-if luoromethyl.) -lH-pyrazol-^1- ^ : 

. yl Ibenzenesulf onamide ; . 
30 5- (4-f luorophenyl) -6- [4- 

(methylsulfonyl ) phenyl ] spiro p^ 4 lhept-5-ene; 

4- [6- (4-f luorophenyl) spiro:[2 . 4] hep t- 5- en- 5- 
yl ] benzenesul f onamide ; 

6- (4-f luorophenyl) -7- [4- 

35 {i"ethylsulfonyl)phenyl]spiro[3.4)oct-6-ene; 

5- (3-chloro-4-methoxyphenyl) -6- [4- 
(methylsulf onyl ) phenyl ] spiro [ 2 . 4 ) hept-5-ene ; 
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4- [6- (3-chloro-4-methoxy^henyI) spifo [2 .4]he 

yl]benzenesulf onamide; " 

5- (3 /5-dichloro-4-methoxyphenyl) -6- [4- 

(methylsulf onyl ) phenyl ] spiro [-2 ;4 ] hept- 5 -en^ 
5 5- (3_chloro-4-f luorophenyl) -6- [4-. 

(methylsulf onyl ) phenyl ] spiro [2: 4 ] hept-5-ene ; * 

4- [6- (3 , 4-dichlorophenyl) spiro [2 . 4] hept-5-en-5- ^ 
yl]benzenesulf onamide; - 

2 - ( 3 - chlor6-4 - f luoropheny 1 ) -4 - ( 4 - f luorppheny 1 ) - 5 - ( 4,- 
10 methylsulfonylphenyl) thlazdle; ' 

2- (2-chlorophenyl) -4- (4-f luprophenyi) -5- (4- 

methylsulfonylphenyl) thiazole; 

5- (4-f luorophenyl) -4- (4-inethylsul£onylphenyl) -2- 



methylthiazole;^ . ^ \^ - 

15 4-(4-fluorophenyl)-5-(4-inethylsulfonylphenyl)-2- 

trif luoromethylthiazole; . • ' 

4- (4-f luorophenyl) -5- (.4-methylsulf onylphenyl) -2- (2- 

thienyl) thiazole; 
4- (4-f luorophenyl) -5- (4 -methylsulfonylphenyl) -2- 
20 benzylaminothiazole; 

4- (4-f luorophenyl) -5- (4-methylsulf onylphenyl) -2- (1- 

propylamino) thiazole; 
2- [ (3 , 5-dichlorbphenoxy)methyl) -4- (4-± -5- 
[4- (me thyisulf onyl) phenyl] thiazole; 
25 5- (4-f luorophenyl) -4- (4-methylsulf onylphenyl) -2- 
trif luoromethylthiazole; 

1- methylsulfonyl-4- [1. l-dimethyr-4- (4- 

f luorophenyl ) cyclopenta-2, 4 -dien-3-yl ] benzene ; 

4- [4- (4-f luorophenyl) -1 , l-dimethylcyclopenta-2 , 4-dien- 
3 0 3 -yl]benzenesulf onamide; 

5- (4-f luorophenyl) -6- [ 4- 

(methylsul f onyl ) phenyl ] spiro [ 2 : 4 ] hepta-4 , 6 -dierie ; 

4- [6- (4-f luorophenyl) spiro [2 . 4 ] hepta-4 , 6-dien-5- 
yl ]benzenesulf onamide ; 
35 6- (4-f luorophenyl) -2-methoxy-5- [4- 

(methylsulfonyl) phenyl] -pyridine-3-carbonitrile; 

2- bromo-6- (4-f luorophenyl) -5- [4- 
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(methylsulf onyl ) phenyl ] -pyridine-3 -carbohitrile ; 
6- (4-f luorophenyl) -5- [4- (methylsulf onyl) phenyl] -2 - 

phenyl -pyridine-3.-carbonitrile; 
4- [2- (4-methylpyridin-2-yl) -4- (trif luoromethyl) -IH- 
5" ' imidazol-l-yl]benzenesulf onamide; 

4- [2- (5-methylpyridin-3-yl) -4- (trif luoromethyl) -IH- 

imidazol-l-yl] benzenesulf onamide; 
4- [2- (2-methylpyridin-3-yl) -4- (trif luoromethyl) -IH- 

imidazol-l-yl ] benzenesulf onamide; 
10 3 - [1- [4- (methylsulfonyl) phenyl] -4- (trif luoromethyl) - 

lH-imidazol-2 -yl] pyridine ; 
2- [1- [4- (methylsulf onyl) phenyl-4- (trif luoromethyl) -IH- 

imidazol -2 -yl ] pyridine ; 
2 -methyl -4- [1- [4- (methylsulf onyl) phenyl-4 - 
15 (trif luoromethyl) -lH-imidazol-2-yl] pyridine; 

2-methyl-6- [1- [4- (methylsulf onyl) phenyl-4- 

( trif luoromethyl) -lH-imidazol-2-yl] pyridine; 
4 - [2 - (6-methylpyridin-3-yl) -4- (trif luoromethyl) ▼IH- 

imidazol-l-yl ] benzenesulf onamide ; 
20 2- (3 , 4 -dif luorophenyl) -1- [4- (methylsulf onyl ) phenyl] -4- 

(trif luoromethyl) -iH-imidazole; 
4- [2- (4-methylphenyl) -4- (trif luoromethyl) -IH-imidazol- 

1 -yl ] benzenesulf onamide ; 
2- (4-chlorophenyl) -1- [4- (methylsulf onyl) phenyl] -4- 
25 methyl-lH-imidazole; 

2- (4-chlorophenyl) -1- [4- (methylsulf onyl) phenyl] -4- 

phenyl-lH-imidazole; - 
2- (4-chlorophenyl) -4- (4-f luorophenyl) -1- [4- 
(methylsulf onyl ) phenyl ] -IH-imidazole ; 
30 2- (3-f luoro-4-methoxyphenyl) -1- [4- 

(methylsulf onyl) phenyl -4- (trif luoromethyl) -IH- 

imidazole; 

1- [4- (methylsulfonyl) phenyl] -2 -phenyl -4 - 

trif luoromethyl -IH-imidazole; 
.35 2- (4-methylphenyl) -1- [4- (methylsulf onyl) phenyl] -4 - 

trif luoromethyl -IH-imidazole; 
4- [2- ( 3 -chloro- 4-methylphenyl) -4- (trif luoromethyl) -IH- 
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imidazolr 1-yl ] benzenesulf onamide ; 
2- (3-f luoro-S-methyiphenyD.-l- [4- 

(methylsulf onyl) phenyl] -4- ( trif luorbmethyl )— 1H-. 
. imidazole; . 

5 4- [2 - (3-f luoro-5-methylphenyl).-4-^ ( tr:if luoromethyl) -IH- 
imidazol-l-yl ] benzenesulf onamide ; 
2- (3-methylphenyl) -1- [4- (methylsulfonyDphenyl] -4- 
trif luoromethyl-lH-imidazole; 
. 4- [2--. (3-methylphenyl) -4-trifluoromethyl-lH- 
10 yl]benzenesulf onamide; 

'l- [4- (methylsulf onyl) phenyl] -2- (3 -chlprophenyl) -4- 

trif luoromethyl- IH- imidazole; 
4- [2- (3"Chlorophenyl) -4-trif luoromethyl-lH-imidazol-1- 
y 1 ] benz enesul f onamide ; 
15 4- [2-phenyl-4-trif luoromethyl-lH-imidazol-1- 
yl]benzenesulf onamide; 
4- [2- (4-methoxy-3-chlorophenyl) -4-trif luoromethyl-lH- 

imidazol -1 -yl ] benz enesul f onamide ; 
l-allyl-4^ (4-f luorophenyl) -3- [4- - 
20 (methylsulf onyl) phenyl] -5- ( trif luorometiiyl) -IH-^ 

pyrazole; 

4- [1-ethyl -4- (4 -fluorophenyl) -5- (trif luoromethyl) - IH- 

pyrazol -3 -yl ] benzenesulf onamide; 
N-phenyl- [4- (4-luorophenyl) -3- [4- - , 
25 (methylsulf onyl) phenyl] -5- (trif luoromethyl) -1H-- 

pyrazol - 1-yl ] acetamide ; 
ethyl [4- (4-f luorophenyl) -3- [4- 

(methylsulfonyl)phenyr] -5- (trif luoromethyl) -IH- 
pyrazol-l-yl] acetate; 
30 4- (4-f luorophenyl) -3- [4- (methylsulf onyl)phenyl] -1- (2- 
phenylethyl) -IH-pyrazole; 

4- (4-f luorophenyl) -3- [4- (methylsulf onyl) phenyl ] -1- (2- 
phenylethyl) -5- (trif luoromethyl) pyrazole; 

l-ethyl-4- (4-f luorophenyl) -3- [4- 
35 (methylsulf onyl) phenyl] -5- ( trif luoromethyl ) -IH- 

pyrazole; 

5- (4-f luorophenyl) -4- (4-methylsulfonylphenyl) -2- 
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trif luoromethyl-lH-iihidazole; 

4- [4-^(methylsulfonyl) phenyl] -5- (2-thiophenyl) -2- 
(trif luoromethyl) -lH-imidazole; 
5- (4-f luorophenyl) -2-methoxy-4- [4- 

5 (methylsulfonyl) phenyl] -6- (trifluoromethyl) pyridine 

2-ethoxy-5- (4-f luorophenyl) -4- [4- 

(methylsulf onyl ) phenyl ] -6- ( trifluoromethyl ) pyridine 

5- (4-f luorophenyl) -4- [4- (methylsulfonyl) phenyl] -2- (2- 
propynyloxy) -6- (trifluoromethyl) pyridine; 

10 2-bromo-5- (4-f luorophenyl) -4- [4- 

(methylsulf onyl ) phenyl ] -6- ( trifluoromethyl ) pyridine 

4- [2- (3-chloro-4-methoxyphenyl) -4, 5- 
dif luorophenyl ] benzenesiilf onamide ; 

1- (4-fluorophenyl) -2- [4- 
15 (methylsulf onyl) phenyl liDenzene; ' 

5- dif luoromethyl-4- (4-methylsulf onylphenyl ) -3- 
phenylisoxazole; 

4- [3-ethyl-5-phenylisoxazol-4-yl]ben2enesulf onamide; 
4 - [ 5 - di f luor ome thy 1 - 3 -pheny 1 i s oxazo 1 - 4 - 
20 yl]benzenesulf onamide; 

4 - [ 5 -hy dr oxyme t hy 1 - 3 -pheny 1 i s oxa z o 1 - 4 - 

. yl]benzenesulf onamide; 
4 - [ 5 -methyl - 3 -phenyl - i soxazol - 4 -yl ] benzenesul f onamide ; 
1- [2- (4-f luorophenyl) cyGlopenten-l-yl] -4- 
25 (methylsulfonyl) benzene; 

1- [2- (4-f luoro-2-methylphenyl) cyclopenten-l-yl] -4- 

(methylsulfonyl ) benzene ; 
1- [2- (4-chlorophenyl) cyclopenten-l-yl] -4- 
(methylsulf onyl ) benzene ; 
30 1- [2- (2, 4-dichlorophenyl) cyclopenten-l-yl] -4- 
(methylsulf onyl ) benzene ; 
1- [2- (4-trif luorome thy Iphenyl) cyclopenten-l-yl] -4 - 

(methylsulfonyl ) benzene ; 
1- [2- (4-methylthiophenyl) cyclopenten-l-yl] -4- 
35 (methylsulfonyl) benzene; 

1- [2- (4-fluorophenyl) -4 , 4-dimethylcyclopenten-l-yl] -4- 
(methylsulf onyl) benzene; 
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4- [2- (4-f luorophenyl) -4, 4-diinethylcyclppenten-l- / 
yl]benzenesulf onainide; , . , . 

1- [2- (4-chlorophenyl) -4 , 4-dimethylcyclopenten-l-yl]* 
(methylsulf onyl ) benzene ; 

4- [2- (4-chlorophenyl) -4,. 4-dimethylcyclopenten-l- 
yl ] benzenesulf onainide; : 

4- [2- (4-f luorophenyl) cyclopenten-1- 
yl ] benzenesul f onamide,; 

4- [2^ (4-chlorophenyl:) cyelopenten-1- ~. ^ , . ' . 
yl] benzehesulf onainide; / 

1- [2 - (4-m^ethoxyphenyl) cyclopenten-l-yl ] 
(methylsulf onyl ) benzene ; _ , 

1- [2- (2 , 3 -jdif luorophen yl) c yclopenten-l- yl ] -4-^ 
(methylsulf onyl) benzene; , ^ = 

4- [2- (3-f luoro-4-methoxyphenyl ) cyclopenten-1^ 
yl]benzenesulfonamide; _ 

1- [2- (3"Chloro-4-methoxyphenyl) cyclopenten-l-yl] -4 - 

(methylsulf onyl) benzene ; 

4- [2- (3-chloro-4-f luorophenyl )Gyclopenten-l- , - 
yl ] benzenesul f onamide ; 

4- [2- (2-methyipyridin-5-yl) cyclopenten-l- 
yl] benzenesul f onainide; 

ethyl 2- H- (4^,f luorophenyl ) -5- [4- (methylsulf onyl) 
phenyl] oxazol-2-yl ] -2 -benzyl--acetate; 

2- [4- (4-f luorophenyl) -5- [4- 
(methylsulfonyl ) phenyl ] 6x^zol-2-yl] acetic acid; 

2 - ( t er t-butyl ) - 4 - ( 4 - f luoropheny 1 ) - 5 - [ 4 - 

(methylsulf onyl ) phenyl ] oxazole ; 
4- (4-f luorophenyl ) -5- [4- (methylsulf onyl) phenyl] -2- 

phenyloxazole ; 
4- (4-f luorophenyl) -2-methyl-5- [4- 

(methylsulfonyl ) phenyl ] oxazoie; and 
4- [5- (3-f luoro-4-methoxyphenyl) -2-trif luoromethyl-4 
oxazolyl ] benzenesul f onamide . 



SUBSTITUTE SHEET (RULE 26) 



wo 98/16227 



PCTAJS97/18670 



47 

17. The method of Claim 16 wherein the compound is 
selected from compounds, and their pharmaceutically 

acceptable salts, of the group . consisting of 

5 4- [5- (4-chlorophenyl) -3- (trifluoromethyl) -IH- 
pyrazol-l-yl ] benzenesulf onamide ; 
4- [5- (4-methylphenyl) -3- (trif luoromethyl) -IH- 

pyrazol-l-yl ] benzenesulf onamide; 
4- [5- (3-f luoro-4-methoxyphenyl) -3- (dif luoromethyl ) - 
10 lH-pyrazol-l-yl]benzenesulf onamide ; 

3- [1- [4- (methylsulfonyl)phenyl] -4 -trif luoromethyl - 
lH-imidazol-2 -yl] pyridine; 

2-methyl-5 - [1- [4 - (methylsulf onyD phenyl] - 4- 
trif luoromethyl -IH-imidazol -2 -yl ] pyridine; 
15 4- [2- (5-methylpyridin-3-yl) -4- (trif luoromethyl) -IH- 
imidazol - 1 -yl ] benzenesul f onamide ; 

4- [5-methyl-3-phenylisoxazol-4- - * 
yl] benzenesulf onamide; 

4 - [ 5 - hy dr oxyme t hy 1 - 3 - pheny 1 i s oxa z o 1 - 4 - 
20 yl] benzenesulf onamide; 

[2-trif luoromethyl-5- (3 , 4-dif luorophenyl) -4- 

oxazolyl] benzenesulf onamide; 
4 - [ 2 -methyl - 4 -phenyl - 5 -oxazolyl ] benz enesul f onamide ; 
and 

25 4- [5- (3-f luoro-4-methoxyphenyl-2-trif luoromethyl.) -4- 
oxazolyl] benzenesulf onamide . 

18. The method of Claim 16 wherein the compound is 
4- [5- {4-methylphenyl) -3- (trif luoromethyl) -lH-pyrazol-1- 

30 yl] benzenesulf onamide, or a pharmaceutically-acceptable 
salt thereof . 

19. The method of Claim 1 wherein the neoplasia is 
adenomatous polyps. 

35 

20. The method of Claim 7 wherein the neoplasia is 
adenomatous polyps . 
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